Inhibition of hepatic gluconeogenesis by niflumic acid correlates with the concentration of the free form.
Inhibition of hepatic gluconeogenesis by niflumic acid, a non-steroidal antiinflammatory drug, was measured in order to correlate the effect of the drug with the concentration of the free drug. The concentration of free drug was changed in two ways: (a) by changing the albumin concentration at a fixed total (free+bound) niflumic acid concentration; and, (b) by changing the drug concentration at a fixed albumin concentration. The degree of inhibition of gluconeogenesis by niflumic acid depends strictly on the concentration of the free drug, with half-maximal inhibition at 19.25 microM. This result is consistent with binding equilibrium in the extracellular space and with a flow-limited distribution between the extra- and intracellular spaces as proposed by our previous work.